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Amendments to the claims ™* PCT/PTC | g f£B 2005 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

1 . (Original) A method for treating a disease by inhibiting cathepsin S comprising 
administering at least one compound of Formula I neat or in a pharmaceutical^ acceptable 
formulation in an effective amount to a mammal in need thereof, wherein Formula I comprises: 




wherein: 
R 1 is 

R' 



O 



R 4 




O 




* 3 (a); R3 (b)or R3 (c); 




R 2 is H, C^galkyl, C3_6cycloalkyl-C0-6 a lkyl> Ar-C 0 -6alkyl, Het-C()-6alkyl> R 9 C(0)-, 
R 9 C(S)-, R 9 S0 2 -, R 9 OC(0)-, 



^N^A^A^C(O) 

R 9 r! ^(O)-, R 9 r! iNCCS)-, R 9 (R ! ')NS0 2 





R 6 

R 8 



R3 is H or substituted or unsubstituted C i -6alkyl, C3_7cycloalkylC()-6 a lkyl, C4. 
7cycloalkenylCo-6alkyl, C5_gbicycloalkylC()-6alkyl, C2-6alkenyl, C2-6alkynyl, HetCo_6alkyl, ArCo- 
galkyl, Ar-ArCo-6alkyl, Ar-HetCo-6 a lkyl, Het-ArC()-6alkyl, or Het-HetC()-6alkyl; 

R 4 is H, Ci. 6 alkyl, C3_ 6 cycloalkyl-C 0 _ 6 alkyl, Ar-C 0 . 6 alkyl, Het-C 0 .6 a lkyl, R 5 C(0)-, 
R 5 C(S)-, R 5 S0 2 -, R^SOz-, R 5 OC(0>, R 5 R 12 NC(0)-, or R 5 R 12 NC(S)-; 
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R 5 is H, C^galkyl, C2-6alkenyl 9 C2-6alkynyI, C3_6cycloalkyl-CQ_6alkyl, Ar-CQ.galkyl, Ar- 
ArCo^alkyl, Ar-HetCo-6alkyl, Het-ArC 0 ^alkyl, Het-HetC 0 ^alkyI, or Het-Co.6alkyl; 

is H, C^gaikyl, C3_6cycloalkyl-Co-6 a lkyl, Ar-C()-6alkyl, or Het-Co-6 a lky'; 

R 7 is H, C^galkyl, C3_ 6 cycloalkyl-Co-6alky], Ar-C 0 -6alkyl, Het-C 0 -6alkyl, R 10 C(O)-, 
R 10 C(S)-, R 10 SO 2 -, R ,0 OC(O)-, R 10 R 13 NC(O)-, or R 10 R 13 NC(S)-; 

R8 is H, C]-6 a lkyl, C2-6alkenyl 5 C2-6 a lky n yl> HetCo_galkyl or ArCQ.galkyl; 

R9 is C]_6alkyl, C3_6cycloalkyl-CQ_6alkyl, Ar-CQ.galkyl or Het-Co_6 a lkyU 

R 10 is C^alkyl, C3_6cycloalkyl-Co_6 a lM> Ar-Co-6 al M or Het-C()-6 a lM; 

R 1 1 is H, C^galkyl, Ar-C()-6 a lkyl> or Het-Co-6 a lM; 

R 12 is H, C^galkyl, Ar-Co-6 a lkyl, or Het-Co_6 a lkyl; 

R 13 is H, C^galkyl, Ar-Co-6 a lM> or Het-Cg^alkyl; 

R' is H, C^galkyl, Ar-Co-6 a lM> or Het-Co-6 alk yU 

R" is H, Cj.galkyl, Ar-Co-6 a lM> or Het-C()-6 a,k yU 

R m is C^galkyl, C 3 _ 6 cycloalkyl-Co-6 a lkyl 5 Ar-C 0 _6 a lkyl, or Het-Co_6 alk yU 
X is CH 2 , S, or O; 
Z is C(O) or CH2; or 

a pharmaceutical^ acceptable salt, hydrate or solvate thereof. 



(Currently Amended) The method of claim 1 wherein, in Formula I: 

R" _ 
I ° 



R4 



Rli 



is 



R 3 



(a); 



R 2 is R 9 S0 2 R 9 OC(0)-, or R 9 C(0)s 

R 3 is C5_7CycloalkylCi_2alkyl, C4_5cycloalkenylCi-2alkyl, C5_8bicycloalkylCi_2alkyl or 
Ar-HetCo-6alkyl; 

R 4 is R 5 C(0)-, or R 5 S0 2 s 

R5 is unsubstituted or substituted furanyl, tetrahydrofuranyl, morpholinyl, pyrrolyl, 
piperazinyl, pyrazolyl, isoxazolyl, thiazolyl, pyrazolyl, pyrazolo[5,l-c]pyrimidinyl, triazolyl, 
pyrazinyl, imadazolyl, benzofuranyl, thiophenyl, furo[3,2-b]-pyridine-2-yl, phenyl, pyridinyl, 
thieno[3,2-b]thiopheneyl, or unsubsituted or C]„2alkylsubstituted pyrazolo[5,l-c]triazinyl; 

R 9 is HetCQ.6 alk yU ArCo_6 a lkyl, or Cj^alkyl; 

R' is H 5 Ci. 6 alkyl; 

R" isHorCi_6alkyl; and 

R'" isCi. 6 alkyl. 



3. (Currently Amended) The method of claim 1 erf wherein in Formula I, 
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R' 

I o 

R 1 is R3 (a) 

R 2 is R 9 S0 2 R 9 OC(0)-> or R 9 C(0)-; 

R^ is cyclopentylmethyl, cyclopentylethyl, cyclopentenylmethyl, cyclopentenylethyl, 
cyclohexylmethyl, 4-methylcyclohexylmethyl, 2-cyclohexylprop-l-yl, cyclohexylethyl, 
cycloheptylmethyl, 7,7-dimethylbicyclo[2.2.1]hept-lylmethyl, or indol-2-ylmethyl; 

R 4 is R 5 C(0)- or r5s0 2 - 

r5 is furan-2-yl, furan-3-yl, 2-methylfuran-3-yl, 2,4-dimethylfuran-3-yl, 5-phenylfuran-2-yl, 
5-(2-chlorophenyl)furan-2-yl, 5-(3-chlorophenyl)furan-2-yl, 5-(4-chlorophenyl)furan-2-yl, 5-(4- 
fluorophenyl)furan-2-yl, 5-(4-hydroxyphenyl)furan-2-yl, 5-(3-trifluoromethylphenyl)furan-2-yl, 5-(4- 
trifluoromethylphenyl)furan-2-yl, 5-(3-trifluoromethylphenyl)furan-2-yl, 5-(4-methylphenyl)furan-2- 
yl, 5-(4-acetylphenyl)furan-2-yl, or 5-trifluoromethylfuran-2-yl; 

tetrahydrofuran-2-yl or tetrahydrofuran-3-yl 

N-morpholinyl; 

pyrroI-2-yl; 

piperzin-l-yl or 4-methylpeperzin-l-yl; 

lH-pyrazol-2-yl, lH-pyrazol-4-yl, l-methyl-2H-pyrazol-2-yl, 2-methyl-2H-pyrazol-2-yl, 1- 
methyl-2H-pyrazol-3-yl or 2-methyl-2H-pyrazol-3-yl; 

isoxazol-5-yl, 3-methylisoxazol-4-yl, 5-methylisoxazol-3-yl, 5-methylisoxazol-4-yl, or 3,5- 
dimethylisoxazol-4-yI; 

thiazol-2-yl, 2-methylthiazol-2-yl, 2,4-dimethylthiazoI-5-yl, 2-(2,3-dihydrobenzo[l,4]dioxin- 
2-yl)thiazol-4-yl, or 4-methyI-2-phenylthiazol-5-yl; 
4, 7-dimethy lpyrazolo [5,1 -c] triazin-3 -y 1 ; 

2- methyl-2H-pyrazol-2-yl; 
2,7-dimethylpyrazol[5, 1 -c]pyrimidin-6-yl; 

3- phenyl-3H-{ l,2,3]triazol-3-yl; 
pyrazin-2-yl or 5-methylpyrazin-2-yl; 

l-H-imidazol-2-yl, 1 -methyl- lH-imidazol-4-yl or 1 -methyl- lH-imidazol-2-yl; 
benzofuran-2-yl, 5,6-dimethoxybenzofuran-2-yl, or 5-(2-morpholin-4-yl-ethoxy)benzofuran- 

2-yl; 

thiophene-3-yl, or thiophen-2-yl, 5-pyridin-2-ylthiophen-2-yl, 5-methylthiophenyl 3- 
methylthiophen-2-yl; or 3-ethoxythiophen-2-yl; 

furo[3,2-b]-pyridine-2-yl or 3-methylfuro[3,2-b]pyridin-2-yl; 

phenyl, 4-methylphenyl, 3-chlorophenyl, 4-chlorophenyl, 3-trifluoromethylphenyl, 4- 

trifluoromethylphenyl, 2-chlorophenyl, 4-fluorophenyl, 4-hydroxyphenyl, or 4-acetylphenyl; 
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pyridin-2-yl; or 

thieno[3,2-b]thiophen-2-yl or 5-isoxazol-3-ylthiophen-2-yl; 

R9 is pyridin-2-yl, l-oxypyridin-2-yl, phenyl, furan-2-yl or methyl; 

R' is H; 

R" isHorCi_6alkyl;and 
R m is methyl. 

4. (Currently Amended) The method according to any one of claims 1 — 3 claim 1 
wherein Formula I has the structure: 



r1 \ , R " 

N 




and groups R 1 -R 13 ,X,Z,R\ R"and R m are the same as defined in any one of claims 1 -4 

claim 1 . 

5. (Original) The method according to claim 1 wherein the compound of Formula I is 

morpholine 4-carboxylic acid {(S)-2-[l-methylcyclopentyl-l-(4S,7R)-7-methyl-3-oxo-l-(l- 
oxy-pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(L)-2-[l-methylcyclopentyl-l-(4S 5 7R)-7-methyl-3-oxo-l-(l- 
oxy-pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo-l-(l- 
oxy-pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo-l-(l- 
oxy-pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

furan-carboxylic acid {(S)-2-[ 1 -methylcyclohexyl- 1 -(4S,7R)-7-methyl-3-oxo- 1 -( 1 -oxy- 
pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

furan-carboxylic acid {(L)-2-[ 1 -methylcyclohexyl- 1 -(4S,7R)-7-methyl-3-oxo- 1 -( 1 -oxy- 
pyridine-2-sulfonyl)-azepan-4-ylcarbamoyI]-ethyl}-amide; 

furan-carboxylic acid {(S)-2-[4-methylcyclohexyl- 1 -(4S,7R)-7-methyl-3-oxo- 1 -( 1 -oxy- 
pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

furan-carboxylic acid {(S)-2-[homocycIopentyl- 1 -(4S,7R)-7-methyI-3-oxo- 1 -( 1 -oxy-pyridine- 
2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 
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morpholine 4-carboxylic acid {(S)-2-[homocyclopentyI-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

furan-carboxylic acid {(S)-2-[cycloheptyl-l-(4S 5 7R)-7-methyl-3-oxo-l-(l-oxy-pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-[cycloheptyl-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy- 
pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

furan-carboxylic acid {(S)-2-[cyclopentenyl-l-(4S,7R)-7-methyl-3-oxo-l-(l-oxy-pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

furan-carboxylic acid {(S)-2-[tryptophanyl- 1 -(4S 5 7R)-7-methyl-3-oxo- 1 -( 1 -oxy-pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-(7 5 7-dimethyl-bicyclo[2.2.1]hepty-l-yl)-l-[(4S,7R)-7- 
methyl-3-oxo- 1 -( 1 -oxy-pyridine-2-sulfony l)-azepan-4-y lcarbamoy l]-ethy 1 } -amide; 

2- methyl-2H-pyrazole-3-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo- 1 - 
(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

lH-pyrazole-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

1- methyl-lH-pyrrole-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfony l)-azepan-4-y lcarbamoy l]-ethyl } -amide; 

isoxazole-5-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

thiazole-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

5-trifluoromethyl-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan-4-yIcarbamoyl]-ethyl} -amide; 

lH-pyrazole-4-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

tetrahydrofuran-3-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

4,7-dimethyl-pyrazoIo[5, 1 -c] [ 1 ,2,4]triazine-3-carboxylic acid {(S)-2-cyclopentyl- 1 -[(4S,7R)- 
7-methyl-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

2,7-dimethyl-pyrazoIo[5,l-a]pyrimidine-6-carboxylic acid {(S)-2-cyclopentyl-l-[(4S,7R)-7- 
methyl-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

3- phenyl-3H-[l,2,3]triazole-4-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3- 
oxo-l-(pyridine-2-sulfonyl)-azepan-4-y!carbamoyl]-ethyl}-amide; 

2- (2 5 3-dihydro-benzo[l,4]dioxin-2-yl)-thiazole-4-carboxyIic acid {(S)-2-cyclopentyl-l- 
[(4S ? 7R)-7-methyl-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide 



-7- 



N-{(S)-2-cyclopentyl-l-[(4S,7R)-7-methyl-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4^ 
ylcarbamoyl]-ethyl}-2-pyrazoM-yl-benzamide; 

4- methyl-2-phenyl-thiazole-5-carboxylic acid {(S)-2-cyclopentyI-l-[(4S, 7R)-7-methyI-3- 
oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

5- (4-chloro-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S ? 7R)-7-methyl-3-oxo- 
l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

5-(3-trifluoromethyl-phenyI)-fiiran-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S ? 7R)-7- 
methyl-3-oxo-l-(pyridine-2-suIfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

5-(2-chloro-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo- 
l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

5-(4-fluoro-phenyl)-furan-2-carboxylic acid {(S)-2-cycIopentyl-l-[(4S, 7R)-7-methyl-3-oxo- 

1 - (pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

5-(4-methoxy-phenyl)-furan-2-carboxyIic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3- 
oxo- 1 -(pyridine-2-suIfony l)-azepan-4-y lcarbamoy l]-ethy 1 } -amide; 

5-phenyl-furan-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine- 

2- sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

5-(4-trifluoromethyl-phenyl)-fiiran-2-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7- 
methyl-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyI]-ethyl}-amide; 

5-(3-chloro-phenyl)-furan-2-carboxylic acid {(S)-2-cycIopentyl-l-[(4S, 7R)-7-methyl-3-oxo- 
1 -(pyridine-2-sulfony l)-azepan-4-y lcarbamoy l]-ethyl} -amide; 

5-(4-methylphenyl)fiiran-2-carboxylic acid {(S)-2-cycIopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfony l)-azepan-4-y lcarbamoy 1] -ethyl } -amide; 

5-(4-acetyl-phenyl)-furan-2-carboxylic acid {(S)-2-cyclopentyM-[(4S, 7R)-7-methyl-3-oxo- 
l-(pyridine-2-sulfonyl)-azepan-4-y lcarbamoy l]-ethyl} -amide; 

4-methyl-piperazine-l-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l- 
(pyridine-2-sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

piperazine-l-carboxylic acid {(S)-2-cycIopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo-l-(l- 
pyridin-2-y l-meyhanoyl)-azepan-4-y lcarbamoy l]-ethyl} -amide; 

morpholine 4-carboxylic acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo-l-(l- 
pyridin-2-yl-methanoyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2-methyl-thiazole-4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 
l-(l-pyridin-2-yl-meyhanoyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

2-methy 1-th iazole-4-carboxy lie acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 
l-(l-pyridin-2-yl-methanoyl)-azepan-4-y lcarbamoy l]-ethyl} -amide; 
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morpholine 4-carboxylic acid {(S)-2-[l-methylcyclohexyI-l-(4S 5 7R)-7-methyl-3-oxo-l-(l- 
pyridin-2-yl-meyhanoyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

morpholine 4-carboxylic acid {(L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo-l-(l- 
pyridin-2-yl-methanoyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

2-methyl-thiazole-4-carboxylic acid {(S)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl-3-oxo- 
1 -( 1 -pyridin-2-yl-meyhanoyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

2-methyl-thiazole-4-carboxylic acid { (L)-2-[l-methylcyclohexyl-l-(4S,7R)-7-methyl- 
3-oxo-l-(l-pyridin-2-yl-methanoyl)-azepan-4-ylcarbamoyl]-ethyl }-amide; or a 
pharmaceutically acceptable salt, hydrate or solvate thereof. 

6. (Original) The method of claim 1 wherein the inhibition of cathepsin S effects 
treatment or prevention of an autoimmune disease; treatment or prevention of a disease caused by the 
formation of atherosclerotic lesions and complications arising therefrom; and diseases requiring 
inhibition, for therapy, of a class II MHC-restricted immune response, inhibition of an asthmatic 
response, inhibition of an allergic response, inhibition of immune response against a transplanted 
organ or tissue, or inhibition of elastase activity in atheroma. 

7. (Original) A compound of Formula II 




R 2 is H, C]_£alkyl, C3.6cycloalkyl-C0.6aJM> Ar-Co_6aIkyl, Het-Co-6alM> R 9 C(0)-, 
R 9 C(S)-, R 9 S0 2 -, R 9 OC(Q)-, 
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R 9 r! 'NCCO)-, R 9 R ! ^QS)-, R 9 (R! ^NSC^- 





R3 is H or substituted or unsubstituted Ci-galkyl, C3_7CycloalkylCo-6 a 'kyl 5 
7cycloalkenylCo-6alkyl, C5_gbicycloalkylC()-6 a lkyl> C2-6 a 'kenyl, C2-6alkynyl, HetCQ^alkyl, ArCQ_ 
6alkyl 5 Ar-ArCo-6 alk y^ Ar-HetCo-6 a lkyl Het-ArCo-6 al M> or Het-HetCQ-6 a lkyl; 

R 4 is H, Cj^alkyl, C 3 _ 6 cycloalkyl-C 0 . 6 alkyl, Ar-C 0 . 6 alkyl 5 Het-C 0 -6 a lM> R 5 C(0)-, 
R 5 C(S)-, R 5 S0 2 -, R 5 NS0 2 -, R 5 OC(0)-, R 5 R 12 NC(0)-, or R 5 R 12 NC(S)-; 

R 5 is H, Cj.galkyl, C2-6 a lkenyl, C2-6 a lkynyl> C3_6cycloalkyl-Co-6 a lM> Ar-CQ.galkyl, Ar- 
ArCWiIkyl, Ar-HetC 0 - 6 a lkyl> Het-ArCWilkyl, Het-HetC 0 ^alkyI, or Het-Co-6 alk yU 

R 6 is H, Ci_6alkyl, C3_6cycloalkyl-C()-6 a,k yl> Ar-C()-6'alkyl, or Het-Co_6 al M; 

R 7 is H, Ci_ 6 alkyl ? C 3 _ 6 cycloalkyl-C 0 -6 a lky' 5 Ar-C()-6 a lM, Het-C 0 -6 a lkyl> R 10 C(O)- ? 
R 10 C(S)-, R 10 SO 2 -, R 10 OC(O)-, R 10 R 13 NC(O)-, or R 10 R 13 NC(S)-; 

R** is H, Ci-6 a lkyl, C2-6 a lkenyl, C2-6 a lkynyl ? HetCQ-6 a l k y 1 or ArCo_6 a lkyU 

R 9 is Cj.galkyl, C 3 _ 6 cycloalkyl-Co-6 a,k y 1 > Ar-C()-6 a lM or Het-Co-6 a lM; 

R 10 is Ci.galkyl, C3_6cycloalkyl-C()-6 a lkyl> Ar-Co-6 a lM or Het-C 0 -6 alk yU 

R 1 1 is H, C^galkyl, Ar-C()-6 a lM> or Het-C()-6 a lM; 

R 12 is H, C^galkyl, Ar-Co-6 a lkyU or Het-C()-6 alk yl; 

R 13 is H, Cj.galkyl, Ar-C()-6 a lkyl> or Het-Co-6 a, M; 

R* is H, C] .galley 1, Ar-Co-6 a lkyl, or Het-Co_6 a 'kyU 

R" is Ci_ 6 alkyl, Ar-Co-6 a lM> or Het-C 0 -6 a lkyU 

X is CH 2 , S, or O; 

Z is C(O) or CH2; or 

a pharmaceutical ly acceptable salt, hydrate or solvate thereof. 

8. (Original) A compound of Formula I according to claim 7 wherein: 



R 1 is K (a); 

R 2 is R 9 SQ 2 , R 9 OC(0)-, R 9 C(0)- or Cj.galkyl; 
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R3 is C5_7cycloalkylCi-2alkyl, C4.5cycloalkenylC]-2alkyl, C5_gbicycloalkylCi_2alkyl or 



Ar-HetCo-6alkyl; 

R 4 is R 5 C(0)-, or R 5 S0 2 s 

R^ is unsubstituted or substituted furanyl, tetrahydrofuranyl, morpholinyl, pyrrolyl, 
piperazinyl, pyrazolyl, isoxazolyl, thiazolyl, pyrazolyl, pyrazolo[5,l-c]pyrimidinyl, triazolyl, 
pyrazinyl, imadazolyl, benzofuranyl, thiophenyl, furo[3,2-b]-pyridine-2-yl, phenyl, pyridinyl, 
thieno[3,2-b]thiopheneyl, or unsubsituted or Cj.2 a ^' su t )St i tute ^ pyrazolo[5,l-c]triazinyl; 

R 9 is Het-Co.6 a,k y' 5 ArCo-6alkyl or Cj^alkyl; 

R' is H, Cj.galkyl; and 

R" is H or C^galkyl. 

9 (Original) A compound of Formula II according to claim 8 wherein: 



R 2 is R 9 S0 2 R 9 OC(0>, or R 9 C(0)s 

R^ is cyclopentylmethyl, cyclopentylethyl, cyclopentenylmethyl, cyclopentenylethyl, 
cyclohexylmethyl, 4-methylcyclohexylmethyl, 2-cyclohexylprop-l-yl, cyclohexylethyl, 
cycloheptylmethyl, 7,7-dimethylbicyclo[2.2.1]hept-lylmethyl, or indol-2-ylmethyl; 

R 4 is R 5 C(0)- or R 5 S0 2 - 

R^ is fiiran-2-yl, furan-3-yl, 2-methylfuran-3-yl, 2,4-dimethylfuran-3-yl, 5-phenyIfuran-2-yl, 
5-(2-chlorophenyl)furan-2-yl, 5-(3-chlorophenyl)furan-2-yl, 5-(4-chlorophenyl)fiiran-2-yl, 5-(4- 
fluorophenyl)furan-2-yl, 5-(4-hydroxyphenyl)furan-2-yl, 5-(3-trifluoromethylphenyl)fiiran-2-yl, 5-(4- 
trifluoromethylphenyl)furan-2-yl, 5-(3-trifluoromethylphenyl)furan-2-yl ? 5-(4-methylphenyl)furan-2- 
yl, 5-(4-acetylphenyl)furan-2-yl ? or 5-trifluoromethylfuran-2-yl; 

tetrahydrofuran-2-yl or tetrahydrofuran-3-yl 

N-morpholinyl; 

pyrrol-2-yl; 

piperzin-l-yl or 4-methylpeperzin-l-yl; 

lH-pyrazol-2-yl, lH-pyrazol-4-yl, l-methyl-2H-pyrazol-2-yl, 2-methyl-2H-pyrazol-2-yI, 1- 
methyl-2H-pyrazol-3-yl or 2-methyl-2H-pyrazol-3-yl; 

isoxazol-5-yl, 3-methylisoxazol-4-yl, 5-methylisoxazol-3-yl, 5-methylisoxazol-4-yl, or 3,5- 
dimethyIisoxazol-4-yl; 

thiazol-2-yl, 2-methylthiazol-2-yl, 2,4-dimethylthiazol-5-yl, 2-(2,3-dihydrobenzo[l,4]dioxin- 
2-yl)thiazol-4-yl, or 4-methyl-2-phenylthiazol-5-yl; 
4,7-dimethylpyrazolo[5,l-c]triazin-3-yl; 




R 1 is 



R3 



(a) 
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2- methyl-2H-pyrazol-2-yl; 
2,7-dimethylpyrazol[5,l-c]pyrimidin-6-yl; 

3- phenyI-3H-{ 1 ,2,3]triazol-3-yl; 
pyrazin-2-yl or 5-methylpyrazin-2-yl; 

l-H-imidazol-2-yl, 1 -methyl- 1 H-imidazol-4-yI or 1 -methyl- lH-imidazol-2-yl; 
benzofuran-2-yl, 5,6-dimethoxybenzofuran-2-yl, or 5-(2-morpholin-4-yl-ethoxy)benzofuran- 

2-yl; 

thiophene-3-yl, or thiophen-2-yl, 5-pyridin-2-ylthiophen-2-yl, 5-methylthiophenyl 3- 
methylthiophen-2-yl; or 3-ethoxythiophen-2-yl; 

furo[3,2-b]-pyridine-2-yl or 3-methylfuro[3,2-b]pyridin-2-yl; 

phenyl, 4-methylphenyl, 3-chlorophenyl, 4-chIorophenyl, 3-trifluoromethylphenyl, 4- 
trifluoromethylphenyl, 2-chlorophenyl, 4-fluorophenyl, 4-hydroxyphenyl, or 4-acetylphenyl; 
pyridin-2-yl; or 

thieno[3,2-b]thiophen-2-yl or 5-isoxazol-3-ylthiophen-2-yl; 

is pyridin-2-yl, phenyl, furan-2-yl or methyl; 
R' is H; and 
R" isHorC^galkyl. 

10. (Currently Amended) A compound of Formula II according to any one of claims 7 - 
9 claim 7 wherein: 

furan-2-carboxylic acid {(S)-2-homocyclohexyl- 1 -[3-oxo- 1 -( 1 -oxy-pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl}-amide; 

furan-2-carboxy lie acid {(S)-2-tryptophanyl- 1 -[3-oxo- 1 -(pyridine-2-sulfonyl)-azepan-4- 
ylcarbamoyl]-ethyl}-amide; 

5-trifluoromethyl-furan-2-carboxy lie acid {(S)-2-cyclohexyl- 1 -[(s)-3-oxo- 1 -(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

2,4-dimethyl-thiazole-5-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 

5-methyl-pyrazine-2-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl}-amide; 

1 -methyl- 1 H-imidazole-2-carboxylic acid {(S)-2-cyclohexyl- 1 -[(s)-3-oxo-l -(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl}-amide; 

lH-pyrazole-4-carboxylic acid {(S)-2-cycIohexyl-l-[(s)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl}-amide; 

4- methyl-2-phenyl-thiazole-5-carboxylic acid {(S)-2-cyclohexyl-l-[(s)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; 
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2,5-dimethyl-furan-3-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl}-amide; 

2- methyl-furan-3-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl}-amide; 

isoxazole-5-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-I-(pyridine-2-sulfonyl)-azepan-4- 
ylcarbamoyl]-ethyl}-amide; 

5-methyl-isoxazole-3-carboxylic acid {(S)-2-cyclohexyM -[(S)-3-oxo-l -(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl} -amide; 

5-methyl-isoxazole-4-carboxylic acid {(S)-2-cyclohexyI-l-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyI} -amide; 

3- methyl-isoxazole-4-carboxylic acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-ylcarbamoyl]-ethyl}-amide; 

2-methyl-2H-pyrazole-3-carboxylic acid {(S)-2-cycIohexyl-l-[(S)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-y!carbamoyl]-ethyl}-amide; 

pyrazine-2-carboxylic acid {(S)-2-cyclohexyl- 1 -[(S)-3-oxo- 1 -(pyridine-2-sulfonyl)-azepan-4- 
y lcarbamoy 1] -ethyl } -amide; 

thiazole-2-carboxylic acid {(S)-2-cyclohexyl- 1 -[(S)-3-oxo- 1 -(pyridine-2-sulfony l)-azepan-4- 
ylcarbamoyl]-ethyl}-amide; 

2-methy 1-th iazole-4-carboxy lie acid {(S)-2-cyclohexyl-l-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-y lcarbamoy l]-ethyl} -amide; 

(S)-3-cyclohexyl-N-[(S)-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4-yl]-2-(thiophene-2- 
sulfonylamino)-propionamide; 

(S)-3-cyclohexyl-2-(l -methyl- lH-imdiazole-4-sulfonylamino)-N-[(S)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-yl]-propionamide; 

(S)-3-cyclohexyl-2-(3,5-dimethyl-isoxazole-4-sulfonylamino)-N-[(S)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-yl]-propionamide; 

(S)-3-cyclohexyl-2-(furan-2-sulfonylamino)-N-[(S)-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4- 
yl]-propionamide; 

(S)-3-cyclohexyl-N-[(S)-3-oxo-l-(pyridine-2-sulfonyl)-azepan-4-yl]-2-(pyridine-2- 
sulfonylamino)-propionamide; 

(S)-3-cyclohexyl-2-(morpholine-4-sulfonylamino)-N-[(S)-3-oxo-l-(pyridine-2-sulfonyl)- 
azepan-4-yl]-propionamide; 

(S)-3-cyclohexyl-2-(5-isoxazol-3-yl-thiophene-2-sulfonylamino)-N-[(S)-3-oxo-l-(pyridine-2- 
sulfonyl)-azepan-4-yl]-propionamide; 

4- {(S)-3-cyclopentyl-2-[(l-furan-2-yl-methanoyl)-amino]-propanoylamino}-3-oxo-azepane-l- 
carboxylic acid benzyl ester; 
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furan-2-carboxylic acid {(S)-2-cyclopentyl- 1 -[3-oxo- 1 -(pyridine-2-suIfonyl)-azepan-4- 
ylcarbamoyljethyl} -amide; 

. furan-2-carboxylic acid [(S)-2-cyclopentyl-l-(l-methanesulfonyI-3-oxo-azepan-4- 
ylcarbamoyl)-ethyl]-amide; 

fiiran-2-carboxylic acid [(S)-l-(l-benzenesulfonyl-3-oxo-azepan-4-ylcarbamoyl)-2- 
cyclopentyl-ethyI]-amide 

fiiran-2-carboxyl ic acid {(S)-2-cyclopenty 1- 1 -[ 1 -( 1 -furan-2-yl-methanoy l)-3-oxo-azepan-4- 
ylcarbamoyl]-ethyl}-amide; 

furan-2-carboxy lie acid {(S)-2-cyclopentyl- 1 -[3-oxo- 1 -( 1 -phenyl-methanoyl)-azepan-4- 
ylcarbamoyl]-ethyl}-amide; or 

piperazine-l-carboxylic acid {(S)-2-cyclopentyl-l-[(4S, 7R)-7-methyl-3-oxo-l-(pyridine-2- 
suIfonyl)-azepan-4-ylcarbamoyl]-ethyl} -amide; or 

a pharmaceutical^ acceptable salt, hydrate or solvate thereof. 
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